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Re: Draft Guidance for Industry on ANDAs: Impurities in Drug Products [Docket No, 98D-
1168]

Dear Sir/Madam:

On behalf of the Science Committee of the Generic Pharmaceutical Industry Association
(GPIA), I would like to submit comments to you on “Draft Guidance for Industry on ANDAs:
Impurities in Drug Products”, 64 FR 516, January 5, 1999.

GPIA is comprised of the manufacturers and distributors of generic medicines (as well as the
providers of technical services and goods to these firms). Many of our members will be directly
impacted by implementation of the final guidance on impurities in drug products for ANDAs.

The attached comments represent two primary concerns with the requirements embodied in the
draft guidance: Identifying and reporting degradation products (line 76); and, qualification
procedures, comparative chromatographic studies (line 215).

We would appreciate your consideration of these concerns as the draft guidance is finalized.

Sincerely,

Alice E. Till, Ph.D.
President

cc S. Hyden, Chair GPIA Science Committee
M. Hsiao, Chair GPIA Taskforce on Impurities



——

LinLm

Degradation products obsewed in stabiitty studies oonduoted at recommended
storage conditions should b. identified when the thresholds proposed In Attachment
&Table 1, are equaledorexoeeded.

conuQf@& .

Accelerated stabiilty studies am oonduoted at 400 C / 75% FtH for 3 months. If
slgnifkxmt ohange oocurs,testing is oonduotedat 300 C / W’?&RHfor 12 months.
Accelerated stabilitydata ISused to establisha tentative two year expirationdate whkh
mustbe oonfiimecfby studies at 25° C t 60% RHfor2 yews- - k@sl~w for ixd@s
intendedto be etored at mom temperature $9Store at 25” C(’775 exmkns LKMTnited
to15=XYC(594W F).

The(NManoemakes nomentkmof a case where a degradation prockwtisobservedat
40”C, but is not observed at iower temperature etudii. [f a degradation produot is
formed at 40° C, but does not form during statdlity studies when the drug product is
stored at conditionsthat will be required by the produotiabelin~, there shouid not be a
requirement to identifythedegradationproduct.

216..

To obtain meaningful comparison of degradation profiles, it [s important that any
cornparative stability studies be oonduotedon fresh batches of each product or, jf
possibie, the dates of manufaoturuof the genericdrug produotshould precede those
of the corresponding t7LDbatches.

Comments..

Whilethisappmaoh mayyielda oomparkon of the relativerates of degradation, it does
not provide meaninful data as to the level of the degradation product that has bwn
qualified h the RLD, or whatan appropriate speoifmtion should be. A comparative
profiletells one is that at any @vantime after manufacture,what the relativeanwunds of
the degradation Pmduotam likelyto be. In addition,%esh batches”are hard to def!ne,
orobtainwithassuranoe,whenF?LCmayhaveshelfiiies as longas fm year=&

Many degradationmsohan!smsare not linear. For fwample, they maybe setf oataiydng.
Thus, the amound of degradation product that the patient populatkrt has been
exposed to, cpdiing that ‘ievah may not be aoouratelyestimated from reiaUveiyshor
term Comparativeaccelerated StSbiBtystudies.

From a patient safety point of view, it does not matter at what rate the degradation
produotformed, only the mound of degradatiiri product present in the product when
it is used. By definition, the amount of d radatiori produotformedh the RL13,at the

‘ledend of shelf life (expiration), has been quaf Thii lewdshouldbe used to oonstrwx
both a meanlngfuf and equitable $peoifhxMi& that bermfits all: the patient, the
reference listed produotpnxlwxr, and the genrk produotproduoer.

Therefore, we recommend that We eeotionbe rewri!tento specify that thee iots of the
RLD at or near the expiration date be tested for the ievels of degradation product
present And that a specffioationfor that degradation product be based on not more
than two thee that qua!ifiedievel.
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